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certified copies of the Japanese application to the United States designated office. If the certified 
copies have not arrived, please contact the undersigned. 

Respectfully submitted, 
H. SHIKU et al. 




March 30, 2001 

GREENBLUM & BERNSTEIN, P.L.C. 
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10-2810 



J02522 

CIStfiB] ¥^10^10^ 20 

A61K 39/39 
A61K 47/36 

C»#^©^] ii 

MXttgf] HSJR*lt-#ffl±^aJH 1 5 4 7-3 2 

c&mx i*jgj?r] mmm&mmmM. 2-14-1 

[»B0#-£] 000005968 
Hi Hg 

[MA] 

[S»jB0##] 100103997 

035035 

[$ftt:£3S] 21, 000 R 

1 

mm 1 

1 



1 1-3087584 



10-281097 



[&&S#1£#^3 9702254 



2 



ffiffiE#¥ 1 1-3087584 



10-281 6^7 



imm&] mmm 

[*#gC2] mmMmMMtfmftfflM (dendritic cell) 
ti * S i ^ S i: f * 1 * fc 2 »c 83*<O0JB. 

[ft 1 ] 

-O- (CH 2 ) m CONH (CH 2 ) n NH-CO-O-R 

it#^l *iV^L4©V^"f4x*M3®lc83tt©<|III!S 0 
"T*ai#3S3Xtt4tcffi«<Z)jfflJIS. 

6©v\Tti^l«(cfB*©m o r ' 
C»*^8] JftlRtf, E r b B- 2 $ y ? M*V2bZ> Z. £Znffi£-f2>m 
1 & V* L 6 ©Hftlfr 1 ^lCfB«©« 0 

Mi/t^^--e^§f#5 1 l 6 ©^Tti^ i mzmm&ffiMo 



11-3087584 



10—281097 

[3PBtf>¥Nf&M] 

[00 0 1] 

*Hffi&MSFttT<||jS (aTlW rcTLj fcUHfr-r* #?Sttft;-«& 

[0 0 0 2] 

^ # - ttttauft % u < tt * -f ;i/ * flfi^nma <z> *® £ ^ s n x v * § #n*n; js & nc 

BS=feL< tt9>f ;l/X^i5J^•€■tlS#©^ffiiC|§^$tlTV^-g)MHC^^X lift 
[0 0 0 3] 

107 5;iilS) 3««/WfifWIEJC#«E*r«liai*>^^3R» TAP (trans 
porter in antigen processing) IC «fc y ^fliB&jff ^ 



£fJSE#¥ 1 1-3087584 



m 



1 0 - 2 8 1 O 1 



[0 0 0 4] 
[0 0 0 5] 

2) Ko^CTLxtfh-^, ^fil!©*^©^^^ 
[0 0 0 6] 

H C * x I « fc*f -r 3 ftftftft* >JWfKor$; BK*J*e?- ■? fe g§ p> 

[0 0 0 7] 
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10-281097 



HA(ISCOM) (Takahashi et a 1 . , Nature, 
3 4 4 , 8 7 3 -8 7 5, 1 9 9 0). QS-21 (Newman et a 
1. , J. Immunol., 1 4 8, 2 3 5 7-2 3 6 2, 1 9 9 2) 
» V>t>tg'J tKV-A (WO 9 2/4 8 8 7 &3&) , AF (Raychau 
dhuri et a 1 . , Proc. Natl. Acad. Sci. 
USA, 8 9 , 8 3 0 8- 8 3 1 2, 1 9 9 2) £ it ft 

[0 0 0 8] 

Mi: bt^fflt^sr £ (^fggBg 6 l - 6 9 8 o l #£;fg) . BiJKfL^^S^J ( 

#ggBS6 3 -3 1 9 0 4 6^#) £ L T&ffiT*^ £ r £ "bftT V^S., £ 
ISttfeltS: h&fcJfjftTV^ (W0 9 2/4 8 8 7^i#fJ 0 

^icBibrt), $ ejic^M&y^^&y e>-&r h#*tte>ftT^& (wo9 8 

/ 9 6 5 0 &$g#M) . 
[0 0 0 9] 

[0 0 10] 



ffifE4#¥ 1 1-3087584 



#3* 10 — 281 C^P 

endritic cell -e&5_hfB<Z>iM ; 8fc2fcft#*S3B#, T;b^;i/*i; 

$c*ft#«§gi#, ^«a&«/at««#(ii o of@&£u i~5ra©«g#&© 

i «*»2S#5S; 

[0011] 
[ft 2] 

-O- (CH 2 ) m CONH (CH 2 ) n NH-CO-O-R 
[0 0 12] 

[0 0 13] 
[0 0 14] 

(i) mm 



5 
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4f 5f£ 10 — 281097 
1-£*iT;jiCT*&oT : fe;J:^ 0 ##§qii&C;l^Tte, $iS^>;^l, fe^T'tiMHC 

&V^\ — ^651C 5 0 0~ 1 0 0, 0 0 0, #£L<&2, 000—100, 0 

V^*l£o ^flcfl^btii, ErbB-2 (H E R 2 H «&T * 3 

£=b&&) ra s P 2 H>;^Jt, fcffllfflafr&fM&P 5 3# 

iStt (gBMilijg) TMl/-fe^^-^^^e>^lc^tie>cDas^BH^J 
£^tf # > /\° ^JCftif^^fcJf&tiS „ 

[0015] 

(2) 3K2kft#*g£ 

lb O^f^ (Akiyoshi^ Macromolecules, 2 6 , 
3062 — 3068 (1993), Akiyoshi et a 1 . , J. 

Proc. Japan. Acad., 7 1 , 71B, 15(199 
5) , #HgBH6 1 - 6 9 8 0 #H§¥3-2 9 2 3 0 H§-4**g, 4#H§¥ 

7-9 7 3 3 3f^i) S:ffiV>§3t^t'§6. 
[0 0 16] 

1. 2-. 1, 3-, 1, 4-*fettl, 6 - ^ U n */ K*§-& 



6 



ffJliE^ 5 ^ 11-308 



#3* 10—281 



So 

[0 0 17] 

®fc*ai tint 2 *m <d tjv * & ^ Q - 

felOOJMifcfeyi~5jg (S*JfcTf5%J£<T) iAlfe*©^l^bv>^ 

»; 1 ~ 5 M©iS#fi<Z) 1 8fcKBfca£#5£ 
[0 0 18] 
[ft 3] 

-O- (CH 2 ) ffl CONH (CH 2 ) n NH-CO-O-R 
[0 0 19] 

So 
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V 



10 — 281097 



■& (Nishikawa, Macro-molecules, 2 7 , 7 6 5 
4-7659 (1 9 9 4)). 

[0 0 20] 

(4) mmi^M 

JBS (dendritic cell) , 7^077-^ (3*A*W1&) , BIHJ& 
ISe*i-£rj5t# (MHC) Jcm*T£Mttifr&*ft# (MHC) 

[0 0 2 1] 

v^n77-^nn--I?g!0? (GM-CSF) «©##T»Bfil#*i-*s ~ 

w&Hgtcj: y u #iii?:GM-csFW>^D>f^f> (i 
l - 4 ) ^ tf)#£Tffc B fiPg«t-£ z: i: ic <fc y #s r t #t? # 

[0 0 2 2] 

(5) ^^tmmmBmm mwmm) zfcfaz^&Jjm 

±sa (4) (D^oizvxm^tir^m^mmz, ±m (3) omM^mmum 

f £ ^ £ T- Mffr $ -ft -5 r i: £ -5 . 

(6) mm&&&<t>&mit 

^TBU IftllliStTM (Mx«CD4Tttf, CD8TW, 
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4#3£ 10 — 2810 



K&fflSK-r* <fce>tC#J&£*l£:HE R 2 p63-71tV^^CTL^^ 
[0 0 2 3] 

« x. tfttiiBttftffi znmztifr mxmm tt -e © raffif t & u ft jib 

(NATURE MEDICINE, 4 (3), 3 2 8- 3 3 2 (1 9 9 8 
), Proc. Natl. Acad. Sci. USA, 92, 8078-8 
082 (1995), Canser Res., 56,2479-2483 

(1 9 9 6) ) 

[0 0 24] 

(mmm 1 ) 

(A k i y o s h i et al. , Macro 
molecules, 2 6 , 3062-3068 (1993) ) JCfcoT^ 
J&Lfeo 3U7fn-A/ft7>t> (£*T> TCHM-5 5-2. 3 

J ilB&IH-rS) fcLTtt, 5 5 , 0 0 0®7>t> (S/ IC 1 

n-Mfc^Vi^^ (J^T> rcHP-108-o. 9j fcftffi*rs) fcbttt, 



9 
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#32 10-281097 

^fc 7 ftWnl/^u - ;wgg#^bT^&£ft£i$zM£ >T 

$J 7 -fg -g" £ tl £ & tf) £ o f=. . 
[0 0 2 5] 

±ffl**ffc#««:DMSOlC*#b;Mk PBS (pH7. 9) ICjgtfU $ 
^ {C ^ n - © V ^ >T - * - (h$-«XiURP) SrfflV^ 4 0WT'10^ 
mM^ffi.&MVfc* Z.(D%<D&1. 2ittm > 0. 4 5/im, 0. 2 /t m<Z)J|g7?:7 

^*«SS7 3i7-^«6Stas*e«bfe*S*. CHP-108-0. 9tt9. 6 
2mg/ml, C HM- 5 5-2. 3tt6. 9 7mg/mlt*feofc„ 
[0 0 2 6] 

— MCitte^t: bErb B - 2 *>/**jSt©TS 7»©l#B3^e> 14 7 
#BfCfflSi"*3KU FCCoussens et a 1 . , Scien 

ce, 2 3 0 , 1 1 3 2, 1 9 8 5) fflN»b^f • 

thEr b B- 2 #>7\°^»tf>7^ -Zfift© 1#B^& 1 4 7#@{Cffi^"r«sKU 
^"/^ KtS^^c DNA&PCRSCtfllliUfc. 

[0 0 2 7] 

TS1 : 5' -GGATCCAT ATGGCTGGCGGCCT- 3* 

(mmmampm^ 1 ) 

TS2 : 5' -CGACTGGATCCT ATGTGAGACTTC- 3' 

#«D*lfc4 4 9 b pODNAWr^rSriWISS^N del £ itfB a mHI« 
b£o $e>tC^y^X^ W*-pET 1 5 b (Novagen*±) &ffif|£ 
de IfcitFBamHI -e-WWTbfc. .1© J: 5 IC LTf£S83*lfc p E T 1 
5 b £&5fc<Z)7& 5. 7 k b p ©N d e I - B a mH I »T^lCJigSfc h E r b B — 2 

cDNAODPCR DNA^^7>f>f-i/3>-^^h (Sill) fefflV* 
T3**§b> *®®B L21(DE3) (Novage nfcfc) fc^fC&ilbfco 7 



1 0 



ffiliE#¥ 11-3087584 



W mW- 10-281 0^7 

I 

bfeM^X-ftfr^ fed: ^-2 0mg©M^X.#>A°^K$:#fc o 
[0 0 2 8] 

jtiao<t:e)icbT#fe, m^it^m^mmizn net b b-2m^^.^>/\° 

(PB S/6MM^^tC^>7\°^@2. Omg/mim) 3: ADA, 
^tl>ri:T% ^feaW©**ft#*i:JniJRfc©tt^&^'rs*ai»t (C 
HMifc{iCHP5mg/ml, fc: h E r b B - 2 Mfr^kTL Z > rf? M 0 . 2 5 
mg/ml) &#£ e £ *UCo VxTD L S (Dinamic Light Sc 
attering) M£ ifS^^I 2 5 0 n m, k2/kl2 = 0. 

1 5 6©|g^#ttt(3!^-&#fci:#iLe>tifc, J^T, AKUII^feabxfn 
-Mt^yi-yt E r b B- 2 #yA>7M£<D&&fo$: TCHM- e r b B 2 j 

, nuxTU-Mkzfji^ytErbB-zxyAzmtio^foz tchp- 

e r bB 2j £H&fB1-5o 
[0 0 2 9] 

«t*ft#8^#^£b3Q;V>H— ^8»?S[S:fflV^fe^#^^i, h E r b B - 

2 * * Jt tt£T**fc U fcfcjg £ b Tffi m b fc. 
MMfflift^i:Utt, Carbonic Anhydrase II ( 

^mi!, jkt rcABj tmm-rz) &Mv*r*#{b#«i:* 

hm-cabj nuxfn-Mb^i/7>i:CABi:ffllM& tchp- 
CABj fcttfai-S. 
[0 0 3 0] 

2 ) 

5E5o^^b A LB/c W 1 T'tH^ b£C H P - e r b B 20)M 

mwLZzyrttnuLx. im&itv 2 0 n g & iaraisi!re2ia&Tft&bfc 
o e> 1 a ran tc * y j^niw us zi&vmL-t'juyv-jiti? 

^CD8^y ?n — ^gt#&rf«flc«i: bT©SC3lJllililS:mv^, 
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djf 5p 10 — 281097 



KT&SU CD4T$Jfifrg¥, CD 8TilMMCD4^CD 8 
T<HJfc©»-£i!¥«:SISSbfc. — # 6 Etf>* X B A L B/ c V>X«J: *J#itiifflfl&£ 
KiJffiU tftCD4ja^ */tCD8#t#:, ^LBfflflgm^^li^^ LT0^ 
Jfil»&ffl^T««U »«»«HJa»«:Wfibfc. f^tlfettf^GM-CSF 
(lOOunit per m 1 ) <Z>##T&CT 6 0 H*M&fjV>, MA&tt 
«iWIS»«:W»Lfe. #&4xfc«««HIS»K:CHP- e r b B 2<DMmW.£f~i* 
CHP-CAB0MiS:^>/^«lCT 10 0 ji g /m 1 ©iRftlCT JD*. 3 1$ 

[0 0 3 1] 

■fCDftftlC^feCHP-e r b B 2 ©MiRJCT&a^tlfcTtf;*. J: »J 

nfecD4«ii«, cd ammmjkzf^ou&mffimt^j bv>r $/>cict#l 

El lCjie>*l5#I<, CHP-erbB20HflHtCJ:»JftJS3tlfe. CD4 
Tmm. CD8T^5[||g^tK•?■©^l•^mmiV^1 ^ ^lt;^CHP-e rbB2lCi 

»j»as*ife««aiiiepi:©*sisu mmmm^hr^K chp-cabi 

So 

[0 0 3 2] 
(IM3) 

HLA-A2402 (HER2p63-7 1 &S8R*t<5) XttHLA-AO 2 

GM-C S F (lOOOunit per ml) JkT$ I L-4 (lOOuni 
t per ml) #£-RCT 1 0 0 bfe„ Sa&HM&S: @JR U 

[0 0 3 3] 

WtftfeflMKIWIiBlCCHP - e r b B 2 »$B?ftX»C H P - C A BffiftHK&ft 



aj$E4#¥ 1 1-3087584 



#3* 10 — 281 CW 

tlbfy/StAl 00 fi g/m 1 0iWg|;t3W»lfc 8 *UB&2I9% 
££JC 1 6^r^#Lfc^{CS odium Cr 61 (5 0 ft 1 : 1 0 0m 
Ci) KT*».U *lfi**tt«*&ffofc. X7i^-iili:LTlt HL 
A-A2 4 0 2&%LfeiE«A**jfiiy >/t«€:e rbB2p63-7 1 
F^Vl/^ bfc e^M»T^#ltiif ibfeCD 8»fiHLA-A2 4 0 

[0 0 3 4] 

-?-CD^®2{C^$tl^^< CTL^/D-Xi, CHP-e r bB2«I»K: 
TfiianfeHLA-A2 4 0 2 ft*©«^<HJfi&«ffiJC«« Lfc*, H-Aft 
*^CHP-CABJB»«T?«liBS^fc«^j(|Ilfijf>HLA-A2 4 02^tlT 
(HLA-AO 2 0 1 fc^fS) IfA <fc U HSS *Xfc8MfoWJ»S: C H P 
-e rbB2!IIST^flfc%0S^itai^CHP-CABiilST^ 

[0 0 3 5] 
(H««4) 

HLA-A24 0 2&^Lfe«»A*ffiJfe#«* < fc»;tSf3*©#n<W«E^*ifc(« 
tllS5:CHP-erbB2|iM, erbB2^^0», CHP-CAB 
JBtf*& CAB^>;^ffl^|CXfe0^0^>;^Il 0 0 n g /ml 

fl&JScfctfe rbB2 P 63-7 RcT/\°;bX bfcH— ASsfeltfttifflliB 

trJWMIWfii: U SfclCM^fc erbB2 p63-71 K#MWC D8i 

6HLA-A24 0 2|&*ffiOCTL^n->K:^'r«JW»«€:«f*Lfc. 
[0 0 3 6] 

03 \Z*ktZftZ>ln< CHP- e r b B 2 # >/t*M?£lCT#t«$ ftfcfcfttlB 
J9SfecfetKerbB2fi*p63-71 K£aVVX LfctTOfflliSW:, jte&SI 

SmfflJBCJfcUT«ffiKCTL*n->&fcf»u *fJ8£-frfc 0 £<Z>r*:J:UC 
HP-e r b B 2 * ttffiJjfcWJfifc e r b B 2 # U 

> A* p 6 3-7 1^^ KSWMS±©HLA-A24 0 2 
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[0 0 3 7] 
[0 0 3 8] 

SEQUENCE LISTING 
<110> Mitsubishi Chemical Corporatio 
n 

< i 2 o > mm&ft&(Dmm*mR&fflM&ftm*mmztifc.mm, 

<130> J02522 

< 1 6 0> 1 2 

<2 1 0> 1 

<2 1 1> 24 

<2 1 2> DNA 

<2 1 3> 

<4 0 0> 1 

ggatccatat ggctggcggc ct 

<2 1 0> 2 

< 2 1 1 > 2 9 
<2 1 2> DNA 
<4 0 0> 2 

cgactggatc ctatgtgaga cttc 

[an 

So 

fcT$ft&#*CHP-HER 2, CHP-CABtMbfe, &t>*l«3Itf> V 
?*ltm0l&f¥£:^U J: £ Mitt 3 H^i?>tf>£U:i^*£^t\ 



11-3087584 



10 — 2810 




[02] 

IEf¥A**&#e>ftfc#$WWlBS:CHP-HE R2, CHP-CABT'^Ilfc 

fcT«f©_L2«M:HL A- A 2 4 0 2 £^?"£lE#AE&5fc0tf^iiM &, T2 
UttHLA-AO 2 0 1 Sr*t-SiEfllAfi*©IH««IIIS€:-e-n-6*lCHP-HE 
R2, CHP-CABT'^ltfct)0^U i^WSC r 61 If^T'0CT 
L * n - > IC J: £ £ at-T . 
[0 3] 

xE^A^e>#&*lfe1»3K<nieS:CHP-HER2. HER2, CHP-CAB 
, CAB, HER2 p 6 3-7 lt^St^t§©CTL^n->0J|II:^t 
H-e&So fcT«|ii#^CHP-HER2, HER2, CHP-CAB, CAB 
, HER2p63-71 (tK *Jt4 zTn > h D t'^it) L < tiM^Ojaf 
iltt(JCTL^n-> (HER2p63-7 1) ©ifJBfg & ^ 

to 



miE#¥ 11-3087584 



4#¥ 10 — 281097 



[01] 




1 
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mUft¥- 1 1-3087584 



#5p 10-281097 




3 



^ 11-3087584 



m 



10—2810 



mm] 
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4#¥ 10 — 281097 



[»JM##] 000005968 
MSf] 100103997 

[ft*xtt£»] *^;ir nil 



i 
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10 — 2810 



m m a 



(0 0 0 0 0 5 9 6 8] 
1 . ^mM^B H 1 9 94^101200 



1 



ailE#¥ 11^3 0 8 7 5 8 4 



